Abstract: Pegylated liposomal doxorubicin is an important antineoplastic agent with activity in a variety of solid tumors. It has a totally different profi le of pharmacokinetics and toxicity compared with doxorubicin. It rarely causes side-effects like cardiotoxicity or hair loss, but frequently results in many kinds of mucocutaneous reactions, including palmar-plantar erythrodysesthesia, diffuse follicular rash, intertrigo-like eruption, new formation of melanotic macules, stomatitis and radiation recall dermatitis. We present a rare case of multiple myeloma who immediately developed serious stomatitis and esophatitis associated with minor palmar-plantar erythrodysesthesia after a single course of pegylated liposomal doxorubicin.
INTRODUCTION
Pegylated liposomal doxorubicin is an encapsulation form of doxorubicin. It has a totally different profi le of pharmacokinetics and toxicity. Adverse reactions are predominantly six patterns of mucocutaneous eruptions, including palmar-plantar erythrodysesthesia (PPE), diffuse follicular rash, intertrigo-like eruption, new formation of melanotic macules, stomatitis and radiation recall dermatitis. 1 We present a rare case of multiple myeloma (MM) who immediately developed serious stomatitis and esophatitis associated with minor PPE after a single course of pegylated liposomal doxorubicin.
CASE REPORT
A 69-year-old female presented with lower back pain for fi ve months. Laboratory examination showed elevated serum IgG (66.1 g/L). Serum immunofi xation revealed a characteristic pattern of monoclonal IgG gammopathy, particularly of λ paraprotein. Magnetic resonance imaging (MRI) suggested minor compression fractures of the T 12 and L 3 vertebral bodies and a geographic osteolytic lesion involving almost the whole thoracic, lumbar and sacral vertebrae. Subsequently, positron emission/ tomography computed tomography (PET/CT) scan showed multiple areas of abnormal uptake in the T 12 and L 3 vertebral bodies, left sternoclavicular joint and pubic symphysis. A bone marrow aspirate revealed active myeloid proliferation and 33% of plasmacytes. The patient was diagnosed with MM and VADM chemotherapy was delivered as follows: vincristine 0.5 mg d1-4, pegylated liposomal doxorubicin 15 mg d1-4, dexamethasone 10 mg d1-4 and melphalan 6mg twice a day d1-4.
On the third day of the chemotherapy course, the patient complained of subxiphoid pain while swallowing. Two days after the last infusion of chemotherapy drugs, the patient began to present neutropenic fever, developed multiple painful oral ulcers and showed no response to many kinds of broad-spectrum antibiotics (Figure 1) . One week later, minor PPE with asymptomatic desquamation was observed. Gastroscopic observation revealed serious, anular, geographic ulcers in the mid/distal esophagus and chronic stomach infl ammation (Figures 1 and 2) . Histopathologic examination of the esophageal tissue revealed superfi cial tissue necrosis, formation of granulation tissue and a lot of lymphocytes, histiocytes and eosinophils infi ltrated into the connective tissue ( Figure 2 ). Two more weeks later, all the aforementioned symptoms resolved spontaneously without any special treatments. One month later, the patient received the second course of chemotherapy and was switched to CTD in consideration of sideeffects: cyclophosphamide 1.2 g d1, thalidomide 200 mg d1-28 and dexamethasone 20 mg d1-4. No similar symptoms came again.
DISCUSSION
The pegylated liposomal form of doxorubicin is an important antineoplastic agent with activity in a variety of solid tumors, such as metastatic breast cancer, aggressive Non-Hodgkin lymphoma, non-small cell lung cancer, multiple myeloma, gastrointestinal malignancies, the acquired immunodefi ciency syndrome-related Kaposi's sarcoma and refractory ovarian cancer. 2 It rarely causes side-effects like cardiotoxicity or hair loss, but frequently results in many kinds of mucocutaneous reactions. One of its major toxic effects is stomatitis, which was found to be the dose-limiting factor for the maximal single dose and was less dependent on schedule. Most patients experienced only minor toxic effects and did not require dose modifi cations. 1 
